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Conclusions:
——~-tslons

Maternal Toxicity NOEL = 300 mg/kg/day

Maternal Toxicity LEL = 600 mg/kg/day
{increased incidences of abnormal clinical

observations; decreased maternal body weight
gain)

Embryo/Fetal Toxicity NOEL £ 300 mg/kg/day
(decreased fetal weight)

Dose levels tested: 0, 300, 600, 800, and 1000 mg/kg/day

Classificati :
tion of Data: Core Guideline
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Title of Report: Dose Selection for the Rat Teratology Study with CGA 154281
‘ Technical

Procedure:
——==rolie

1. Five groups of Pregnant rats of CRL:CD(SD) BR strain, 7 per group, were
treated with 4 concentrations of CGA 154281 suspended ip 0.5% carboxymethyl
cellulose solution containing 0.1% Tween 80 (300, 6oo0, 800, and 1000 mg/kg/day)
by oral intubation daily for 10 consecutive days (initiated on day 6 through

2. The Parameters used to determine the maternal and/or embryo/fetal toxicity
of .CGA 154281 in Pregnant rats were body weights, feta] viability and fetal
weight in this dose range-finding study,

1. Maternal observations for al} females were cbserved daily for mortality
and moribundity during the treatment period.

Results: Two females in the high dose group (1600 mg/kg/day) were found dead
during the study (one on day 15 of gestation and another one op day 18-of ges-
taticn), Remaining animals survived to day 20 of gestation, Alopecia, uripe
stains, blood Ccrusts on the €yes, nose, and mouth and thin and hunched appea-
rance were observed in all the treated groups. These observations were nore

frequent and/or more severe in the higher dose groups (600, 800 and 1000 mg/kg/ﬁay).
(See attachea Table 1),

2. Individual body weights were fecorded on days ¢, 6, 8, 12, 16, and 20 of
gestation, /

Results: Mean body weights were comparable for all groups on gestation days

Q and 6, During the treatment period (6-15 days of gestation), mean weight
loss was observed in the 600, 800, and 1000 mg/kg/day dose groups. In the
pPosttreatment phase of gestation (16-20 days), all groups showed a mean weight
gain but the mean weight gains for 800 and 1000 mg/kg/day dose groups were
Still below the contro] value, However, both corrected and uncorrected me
body weight changes (0.20) showed & compound-related decrsase See Tdble 3),

3. Food consumption value was recorded on days o, 6, 8, 12, 16, and 20 of

were greater then control values with the exception of high dose group which was
Slightly less, (Ses attached Table 2),

abdominal or pelvic viscera, The uterus from each pregnant female was excised,
weighed, and examined for the number of Implantation sites, number of live and
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dead fetuses, and the number of early and late resorptions.

The ovarjes
were examined for the number of corpora lutea

A. Gross Pathology:

i. Macroscopic findings in the high dose dams (1000 mg/kg/day) that died
prior to scheduled sacrifice included the following: stomach~glandular
mucosa with dark red foci or flecks, duodenum congested with white thick
creamy material, intestines distended with gas, urinary bladder distended
with fluid, adrenals appeared dark red and enlarged, kidney had dilated
prlvis, and the liver appeared pale, mottled and/or firm,

ii. Distended cecum was found in the high dose dams at scheduled sacrifice,

iii. None of these macroscopic lesions was observed from that of the
corresponding control group,
B. Mean Fetal Data:

Dose Groups
0 300 600 800 1000

No. of females mated 7 7 7 7 7
No. of females pregnant 7 7 7 6 6
Pregnancy rate (%) 100 100 100 85,7* 85,7»
No. of females surviving

to day 20 7 7 7 7 5
Suvival Rate (%) 100 100 100 100 71.4*
Mean No. of

Corpora lutea 14.4 18.0 16.0 15.8 15,8
Implantations 13.4 15.0 14.7 14,2 15,0
EFarly resorptions 0.9 2.9 2.5 12,7 11, 3%
Late resorptions 4] 0.3 0.3 0.2 0.2
Fetuses - lived 12.6 11,9 12,2 I, 3,5+

Indices (per litter)
Mean Implantation Effi-

ciency (%) 93.5 87.3 932.6 8§9.7. 95,1
Mean Early Resorption
Incidence (%) 6.2 18.6 1l16.7 88.0* 78,0 *
. Mean Late Resorption.
Incidence (%) 0 1.8 2.3 1.2 1.5
- Mean Total Resorption '
Incidence (%) 6.2 20.4 19.0 8§9.2% 79 4»

Viable fetuses (%)
No. of Litters with
Live fetuses 7 7 6 2* I*
Mean Fetal Weight 3.4 2.8 2.5* 1.7% 1.g+*

93.8 79.7 81.1 10.9* 20.,6%

* Noted difference from control value,
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Findings:

i. The pregnancy rate were decressed to 85,7% in the dose groups
receiving 800 mg/kg/day or more of CGA 154281 Technical as
compared to control values, Survival rate (%) vwas decreassd in
the high dose group only (1000 ng/kg/day).

if, The mean incidence. (%) of fotal viability wes 93.8, 79.7, 81.1,
10.3, and 20.6 for the 0, 300, 600, 800, and 1000 ng/kg /day dose

groups respsctively, Feial viability was clearly affected by
~ the treatment,

iil. The number of 1jtters with live fetuges vwas decreased in
& dosomrelated manner for the treated groups receiving
O 800, and 1000 mg/kg/day. The meen Tetal body weight values
' were also decreasaed in a dose related manner and wers lower
in all treated groupe 8s: compared to that of the control group,

Conclusion:
Xoliclusion

Maternal Toxicity NOEL = 300 mg/kg/day
Maternal Toxicity LEL = 600 mg/kg/day

{(increased incidences of

abnormally clinical
observations;

decreased maternal body weight gain}
Embryo/Fetal Toxicity NOEL 300 mg/kg/day
(decreased fetal weight)

T Classification of Data: Core Guideline
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Page is not included in this copy.

Pages 5 through l are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingrediénts.

Identity of product impurities,

Description of £he product manufacturing process.

Description of quality control procedures.

Identity of the sburce of product ingredients.

Sales or other commercial/finanecial information.

A draft product label.

The product confidential statement of formula.

Information about a pending registration action.
v/ FIFRA registration data.

The document is a duplicate of page(s)

The document is not responsive to the request.

The information not inecluded is generally considered confidential
by product registrants. If you have any questions, please
contact the individual who prepared the response to Your request.




